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Box No. I Basis of the report 

1 . With regard to the language, this report is based on: 

^X] '^^^ international application in the language in which it was filed 

I — I A translation of the international application into , which is the language of a 

— translation furnished for the purposes of: 

I I international search (under Rules 12.3(a) and 23.1 (b)) 

I I publication of the international application (under Rule 12.4(a)) 

I [ international preliminary examination (Rules 55.2(a) and/or 55.3(a)) 

2. With regard to the elements of the international application, this report is based on (replacement sheets which have been 
furnished to the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally 
filed" and are not annexed to this report): 
I I the international application as originally filed/fumished 

[x] the description: 

pages 1-51 as originally filed/fumished 
pages* received by this Authority on with the letter of 
pages* received by this Authority on with the letter of 



X 



the claims: 



pages as originally filed/fumished 

pages* as amended (together with any statement) under Article 19 

pages* 52-56 received by this Authority on 1 March 2006 with the letter of 1 March 2006 
pages* received by this Authority on with the letter of 



X the drawings: 



pages 1/5-5/5 as originally filed/fiimished 
pages* received by this Authority on with the letter of 
pages* received by this Authority on with the letter of 

[ I a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 

[ I The amendments have resulted in the cancellation of: 

I I the description, pages 

I [ the claims, Nos. 

I I the drawings, sheets/figs 

[ I the sequence listing (specify): 

I I any table(s) related to the sequence listing (specify): 

I I This report has been established as if (some of) the amendments annexed to this report and listed below had not been 
— made, since they have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 
70.2(c)). 

I I the description, pages 

I [ the claims, Nos. 

I I the drawings, sheets/figs 

I I the sequence listing (specify): 

I j any table(s) related to the sequence listing (specify): 

If item 4 applies, some or all of those sheets may be marked "superseded. " 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 . Statement 




Novelty (N) Claims 11 , 1 2, 26, 27 


YES 


Claims 1-10, 13-25 


NO 


Invpntive <;teo (\^^ Claims 


YES 


Claims 1-27 


NO 


Industrial applicability (lA) Claims 1-27 


YES 


Claims - 


NO 


2. Citations and explanations (Rule 70.7) 




The following documents identified in the International Search Report have been 


considered for the purposes of 


this report: 




D 1 MALISZEWSKI C D4 MCNEEL D et al 
D2 MOREL Petal D5 DONG J et al 
D3 US 2003/0113341 D6 RINIBIetal 




New Citation: 




D7: WO 1994/028391 A (Immunex Corp) 8 December 1994 





Novelty (N) Claims 1-10 and 13-25 

D7 disclose the use of Flt-3 L in the treatment of HIV infections and impeding the development of AIDS from 
HIV infections, cancer and aplastic anaemia (Abstract, pages 4-6, 8-10, 36, 37, 40, 41 and claims). 

Due to the lack of the provision of a definition of a "Flt-3-Flt-3L receptor agonist", this report has been 
established on the premise that the term refers to a selective Flt-3 agonist, not an Flt-3 antagonist. This lack of 
definition was raised in the Opinions under clarity and is presently maintained (see Box VIII). 

Dl discloses the use of Flt-3 L in the treatments of cancer, infectious diseases, autoimmunity and other 
pathologies. D3-D6 disclose the use of Flt-3L in the treatments of cancer alone or in combination with other 
therapies including cytokines. Each citation attributes the activity to the expansion of dendritic cells. The same 
subjects are being treated with the same agents to achieve the same outcome. In the case of claims 1-12, the 
outcome is the prevention of an autoimmune disease. Autoimmune diseases include diabetes and the progression 
of HIV to AIDS as disclosed in D7. 

The limitation that the Flt-3 L increases a specific sub-type of dendritic cells or induces and maintains immune 
tolerance is not considered a true limitation in that the administration of Flt-3L in autoimmune conditions would 
inherently have this activity. Claims 13-27 are only limited to the modulation of tolerogenicity or the 
modulation of the level of immune tolerance and therefore they encompass the induction of an immune response. 
The additional features of the claims, that is, the fomi of administration of the combination, the source of the Flt- 
3L or Flt-3-Flt-3L receptor agonist, the choice of antigen or the animal to be treated do not add novelty to the 
claims. The Skilled Addressee would appreciate that these features would not affect the working of the 
invention. Therefore claims 1-10 and 13-25 lack novelty in light of Dl and D3-D7. 

Claims 11,12, 26 and 27 meet the criteria set forth in PCT Article 33(2) for novelty. The prior art published 
before the priority date does not disclose the treatment of the conditions defined in these claims. 

(Continued in Supplemental Box) 
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Box No. VIII Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are ftiUy 
supported by the description, are made: 

The specification is not clear. 

• The specification describes "Flt3-L" and "FL" as the same hgand. 

• The description describes **plasmacytoid" and ^'plastacytoid" dendritic cells (for example, see pages 2, 4, 8, and 
claims). 

It is not clear if the "FltO-FltOL receptor agonist" is a selective Flt-3 agonists or an Flt-3 antagonist. This objection 
should be addressed as the two terms have opposing activities. 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 

Continuation of Box V: 

Inventive Step Claims 1-27 

Claims 1- 10 and 13-25 as for novelty. 

The specification describes the treatment of an autoimmune disease as attacking the pathogenic agent that causes the 
disease. Dl and D3-D6 disclose the use of Flt-3L as an adjuvant. The antigen is disclosed as one that may be either 
already present in the subject or may be administered with the ligand. The choice of antigen as defined in claims 1,11, 
26 and 27 is not considered inventive. 

D2 discloses the use of expanded dendritic cells in the treatment of diabetes in NOD mice. It also discloses that FLT- 
3L will expand the presently defined subtypes in vivo. It is considered the person Skilled in the Art would investigate 
the use of Flt-3L or Flt-3-Flt-3L receptor agonist in the treatment of diabetes. Therefore claims 1 1, 12, 26 and 27 lack 
inventive step in light of D2. 

Dl or D2-D6 either alone or in combination with D2 would also deprive claims 12, 26 and 27 inventive step. 
Industrial Applicability (lA) Claims 1-27 

The invention defined in the claims is considered to meet the requirements of Industrial Applicability under Article 
33(4) of the PCT because it can be made by, or used in, industry. 
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